Characterization of T cells that are activated after depletion of major encephalitogenic T cells in rat autoimmune encephalomyelitis.
In rat experimental autoimmune encephalomyelitis (EAE), encephalitogenic T cells mainly use Vbeta8.2 of TCR, but it is not clear whether Vbeta8.2 is the sole encephalitogenic TCR. To address this issue, we examined the immunological status of Lewis rats that had been treated with anti-Vbeta8.2 mAb and immunized with myelin basic protein (MBP). It was demonstrated that rats in which the majority of Vbeta8.2+ T cells had been depleted developed clinical EAE and possessed newly expanded Vbeta10. Analysis of T cell lines established from these animals revealed that T line cells responded to a minor epitope in the MBP molecule. However, treatment with a mixture of anti-Vbeta8.2 and anti-Vbeta10 mAbs reduced the clinical severity of EAE but did not induce complete suppression of the disease due to new activation of Vbeta6. These findings suggest that rapid and frequent examination of the TCR repertoire is essential to identify pathogenic TCRs and to establish TCR-based immunotherapy for autoimmune diseases.